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Dear Editor,

Since the start of the COVID-19 pandemic, few ran-
domised clinical trials (RCT) have been published and 
only one, at the moment available in medrxiv, which 
shows promise in critically ill patients [1]. With limited 
conclusive data based on our conventional highest met-
ric for trial efficacy, the RCT, medical professionals feel 
uneasy, standing back without the option of specific treat-
ment as further lives are lost. With incompletely evaluated 
data published as preprints or in the media, expectations 
from patients and relatives on clinicians to prescribe inad-
equately evaluated therapies can be overwhelming.

In the absence of therapies of proven benefit, therapeu-
tic agents for COVID-19 should be considered within the 
context of an RCT. However, setting up well-conducted 
RCTs during an international pandemic is challeng- 
ing, as reflected by the current paucity of published tri-
als to date. In contrast, several therapeutic interventions, 
including steroids and monoclonal antibodies, have been 
used in the absence of a control group, either as compas-
sionate use or due to a lack of equipoise.

These published data are likely to represent the tip 
of a large iceberg, with a number of clinicians feeling  
inclined to administer unproven therapies without rigor- 
ous analysis or publication of their own data. Inconclu-
sive but promising data may encourage clinicians to use 
treatments indiscriminately, without any means of accu- 
rately evaluating outcomes. The incongruence between 
international guideline recommendations and clinical 

practice reflects physician unease in not trying any treat-
ment at all, despite the risk of futility or even harm. Such 
decisions need to be made within the appropriate ethical 
and legal framework to ensure learning for the benefit of 
future patients.

Off-label drug use on compassionate grounds also 
results in administration of interventions in a non-sys-
tematic manner, based on the patient’s best interests 
where death is imminent or no alternative therapy exists 
[2, 3]. In contrast to research, the primary focus of com-
passionate use of drugs is improving the outcome of an 
individual patient, but not to generate scientific data. 
However, data arising from compassionate prescribing 
may provide useful information on the efficacy of experi-
mental treatments in accordance with the ‘monitored 
emergency use of unregistered and experimental inter-
ventions’ (MEURI) guidelines [2, 3]. Such principles are 
encompassed within the Declaration of Helsinki [4].

Although Meuri guidelines provide a framework to 
objectively analyse our own practice where uncertainty 
exists, the degree of learning is limited. This does not 
preclude learning altogether. As an example, the mecha-
nistic insights into a novel therapy may be evaluated in 
clinical practice before proceeding to an RCT.

Data gleaned from the compassionate use of thera- 
pies is of limited use due to lack of a control group and 
small numbers of patients. It may not be possible to rec- 
ognise associated benefit or harm. Death will be ascribed 
to the underlying disease, whereas improvements will be 
attributed to the treatment. Additionally, compassionate 
prescribing decisions are made individually and without 
formal structure, with high risk of bias and confounding. 
Due to the quasi-experimental nature of compassion-
ate prescribing, the risk of conflict of interest between 
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vulnerable patients and researchers is not insignificant. 
This cannot be effectively managed without a regulatory 
independent of the prescriber.

The ability to learn during pandemics is difficult, but 
requires a systemic approach with a culture of open 
reporting. Clinicians ought to take every opportunity to 
contribute to RCTs. As an example, the Recovery study 
has provided a pragmatic platform in which patients can 
be enrolled and useful clinical data established (www.
Recov erytr ial.net). Additionally, large clinical trials 
in closely related diseases may be extended to recruit 
patients during a pandemic. The REMAP-CAP study, 
originally designed to study treatments for pneumonia, 
has been rapidly ‘repurposed’ to investigate therapies in 
COVID-19. However, where it is not possible to enrol in 
RCTs, national and international registries should facili-
tate the collection of observational data on a large scale.

Neither the use of off-label drugs on compassionate 
grounds, nor prescribing drugs with unknown risk–ben-
efit profiles, should divert attention from the provision 
of end of life care where death is imminent, divert treat-
ment away from others who are more likely to benefit, or 
prevent enrolling patients into an RCT. However, under 
such circumstances, clinicians are obliged to take every 
opportunity to learn for the sake of our future patients.
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